**Abstract**

**Objective:** The net influence of chronic administration of selective serotonin reuptake inhibitors (SSRIs) on serotonergic output remains unclear, some arguing that these drugs exert an antidepressant and anxiety-reducing effect by facilitating serotonergic output, and others suggesting that they, on the contrary, dampen an anxiogenic influence of this transmitter (e.g. by inducing a compensatory reduction in tph2 activity in serotonergic neurons or by down-regulating post-synaptic serotonergic receptors). In order to explore the latter possibility, we have compared the effect of subchronic SSRI administration with that of serotonin depletion in an animal model of anxiety, i.e. context-conditioned freezing behaviour.

**Methods:** Male Sprague-Dawley rats were tested in a context-conditioning paradigm, where freezing behaviour was assessed as a putative measure of anxiety. The rats received a series of 10 inescapable electric foot-shocks in conditioning chambers, and freezing behaviour was scored on the following day when animals were reintroduced to the same testing apparatus. Prior to this procedure, rats had either been subjected to 18 days of escitalopram (admixed into food pellets) or to 3 days of i.p. injections of the serotonin synthesis inhibitor para-chlorophenylalanine (PCPA) (300 mg/kg/day).

**Results:** Both animals treated with para-chlorophenylalanine and those given escitalopram displayed significantly less freezing as compared to controls.

**Conclusion:** The results support the hypothesis that repeated administration of SSRIs exerts an anxiolytic influence by down-regulating an anxiogenic influence of serotonin.
